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DETAILED ACTION 



Status of the claims: Claims 19-22, 28, and 33 are currently pending. 
Priority: This application is a 371 of PCT/EP04/01 053, filed on February 5, 2004 and 
claims benefit under 35 U.S.C. 119(a)-(d) to foreign applications Germany 10306244.0, 
filed February 14, 2003 and Germany 10321270.1 , filed May 13, 2003. 
Restriction: Applicant previously elected group I (claims 19-26, 28, 31-33, drawn to 
compounds of formulae I, IV, VI, and VIII). 

Applicant previously elected the species # 39 (of the amended specification) of 



In accordance with the election of species, no generic claim was allowable, 
therefore the scope of the claims were restricted to the elected species only. Thus 
subject matter not reading on the elected species is held withdrawn until a generic claim 
is found allowable. Accordingly, claim 33, which does not read on the elected species is 
held withdrawn. See MPEP § 803.02. 

132 Declarations: The declaration under 37 CFR 1 .132 of Ulrike Wachendorff- 
Neumann dated 10/16/2009 was considered and found insufficient to overcome the 
rejection under 35 USC § 103 because the data presented does not show indications of 
uncertainty as required by the scientific method and the differences in efficacy are 
consistent with what those of ordinary skill in the art would expect and does not rise to 
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the level of an "unexpected result" even if presented with the relevant experimental 
uncertainties. 

The declaration under 37 CFR 1 .132 of Peter Dahmen dated 10/16/2009 was 
considered and found insufficient to overcome the rejection under 35 USC § 103 
because the data presented does not show indications of uncertainty as required by the 
scientific method and the differences in efficacy may very well be consistent with what 
those of ordinary skill in the art would expect and does not rise to the level of an 
"unexpected result." 

RESPONSE TO APPLICANT REMARKS 

Claim Rejections - 35 USC § 103 

1 . Claims 1 9-22, and 28 were rejected under 35 U.S.C. 1 03(a) as being 
unpatentable over Hahn et al. (Han'guk Nonghwa Hakhoechi (2001), 44(3), p. 191-196). 

First, applicant correctly points out that the English abstract of the original Hahn 
reference refers to the compounds as "new agrochemical fungicide" and not as a 
bacterialicide as the examiner previously indicated. Nevertheless, this difference is 
immaterial to the rejection and makes the motivation to modify the prior art as indicated 
even stronger. 

Next, applicant points out that claim 33 was erroneously included in the rejection 
because the claim was withdrawn for not reading on the elected species. The examiner 
agrees and has corrected the error. 
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Applicant argues (1) that structural features distinguish the claims from the prior 
art and (2) the data previously presented and considered fully support the patentability 
of the claims. 

First, a reminder of the structural differences between the prior art and the 
elected species: 



Elected species: 




(1) Regarding the structural differences, the examiner previously pointed out in 
the prior office actions, Hahn teaches "R" alkyl homologues of the structure 

,R 

each of which is measured for fungicidal activity. Since a significant 
number of the compounds known to be alkyl homologues tested by Hahn showed 
activity those of ordinary skill in the art would be substantially informed that other alkyl 
homologues of the R alkyl group would also show the demonstrated activity. Therefore, 
the addition of two methylene groups onto the Hahn's compound #53 is a clear 
homologue and remains obvious to one of ordinary skill in the art. 

Applicant alleges that there are 8 compounds that have an alkyl group attached 
at the ortho position with none having five or more carbon atoms. Applicant also alleges 
that the Hahn reference teaches a clear preference for an isopropyl group at the meta 
position. These points do not rebut the finding that one of ordinary skill in the art would 
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have a reasonable expectation that alkyl homologues such as the elected species 
would possess the same activity as compound #53. 

(2) Regarding the declarations attempting to show a secondary consideration of 
an unexpected result over the prior art, applicant states that they "have fully explained 
the single perceived anomaly in the test results, which they assume is based on the 
slightly greater activity observed for comparison compound 53 when tested at 100 ppm 
... compared to the same compound tested at 500 ppm...." This explanation is not 
satisfactory particularly in view of the lack of any statistical data analysis and the fact 
that there was no direct comparison done with the elected species at the lower 100 ppm 
level. The examiner would like to point out that the single most important numerical 
value in the scientific method is the statistical significance which applicants have 
completely omitted in their experimental data. Given the already identified aberrant 
data, there can be no finding of an unexpected result without statistical measures such 
as a confidence interval, etc. This is particularly true when, as applicant acknowledges 
on page 1 1 of the response, the cause for differences in experiments cannot be 
determined and were carried out on different days, in different laboratories, and under 
different conditions. 

Regarding what applicant refers to as "very strong data from the other tests," the 
same principle applies when interpreting experimental data: without a statistical 
analysis, no conclusion of unexpected result can be reached when there is evidence 
indicating there are problems with the applicant's utilization of the scientific method. 

The rejection is maintained. 
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2. Claims 19-22, 28 were rejected under 35 U.S.C. 103(a) as being unpatentable 
over Eicken et al. (US 5,589,493) in view of Thornber (Chem. Soc. Rev., 1979, v. 8, p. 
563-580). 

Applicant has amended the claims by deleting the alternative of "halogen" in the 
definition of G1 . Therefore, this rejection is withdrawn. 

Double Patenting 

3. Claims 19-22, and 28 were provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-3 of copending 
Application No. 10/588491. 

Applicant states that they will file an appropriate terminal disclaimer once the 
instant claims are found otherwise allowable. Therefore, this rejection is maintained. 
NEW CLAIM REJECTIONS NECESSITATED BY AMENDMENT 
Claim Rejections - 35 USC § 103 

4. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

5. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 
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4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

6. Claims 19-22, and 28 are rejected under 35 U.S.C. 103(a) as being unpatentable 

over Eicken et al. (US 5,589,493) in view of Hahn et al. (Han'guk Nonghwa Hakhoechi 

(2001), 44(3), p. 191-196) and Silverman, R. B. (The Org. Chem. of Drug Design and 

Drug Action, Academic Press, Inc.: San Diego, 1992, pp. 4-51). 

1. Determining the scope and contents of the prior art. 

Eicken et al. teaches compounds suitable as fungicides suitable for use on 
plants. The reference teaches in col. 17 the following fungicidal compounds (Table 8): 

(05* (A2J 



S 
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TABLE 8-contiatied 

C":-:<x; of the fcraBla V v&ke A is A3 



Ccmpminds -jf the formu'ia V where A. ii ^ 



i-CjH, 
n-C,fi ; 

j-CjC.j 

UMsmyh-inyt 
ASljr! 

l-MKhybEy- 

1-EmyikyI 

L-EihvL-2-baianyi 
1 -I&cprcp y?- 2- □ yl 
l-B-BaSyI-2-btrteriy! 

1- Mcuij'!-2-pcsiE!iy! 

1 ^DtlsiB&yl-i'psiaBpyi 

2- ba«yny] 

3- h , 1 
SSraw> ' 



S-taiykmy 
s-lfcxylaxy 

2-ElhylhEijk-st,' 

2-3«;ea!\:oxy 



2-P«itsnybxy 
S-Pentenylaxj 

1 1 j - ' ,- f -> 
1 " " i. doro T c 
3/">/3-Ttic. ! !fcLfL>[jroper;ylcxy 

2- propynySoxy 

Meth> 2 p i't'\ 
Cydeprepyi 
Cyclcbmyl 
Cyclcpsayt 
Cyclohsxyl 

1- Cyclc-pcsiteny; 

3- Cyclopcrrte=y; 

2- Cyctohsxer.y! 
l-CycLohajKr.yl 



n-C s H, 

sec ca, s 



2-MeU t iybr&^oxy 
1,1-Dirasihyleiinwy 
n-PCBiylgxy 
n-Hcxyk'Sy 



Specifically, compounds 8.8 and 8.69 are of interest where n=2 and 1 and R7 is sec- 



pentyl. 
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Hahn teaches "new agrochemical fungicide" compounds of the structure 




CFs each of which is measured for fungicidal activity. A significant number 
of the compounds known to be alkyl homologues were tested by Hahn and showed 
agrochemical fungicidal activity. Furthermore, Hahn teaches and tested the activity of 



Silverman teaches drug discovery, design, and development through 
modifications of the structure of known molecules showing some activity which is 
routinely applied in the chemical arts. For example, Silverman teaches on pages 16-18 
homologation of carbon chains. Specifically, the method teaches how lengthening a 
carbon chain (by increasing successive CH2 groups) increases pharmacological effects. 

2. Ascertaining the differences between the prior art and the claims at issue. 
The difference between Eicken compounds and the claims is a methyl group versus a 
trifluoromethyl group on the oxathiin ring at the 2-position. The difference between the 
Hahn compound #53 and the claims is the addition of two methylene groups on the 
isopropyl to make 1-methylbutyl (aka sec-pentyl). 

3. Resolving the level of ordinary skill in the pertinent art. 

One of ordinary skill in the art of fungicide development would be well versed in 
the teachings of references such as Silverman. One of ordinary skill in the art would 
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consider routine and well within their technical grasp the process of altering the 
substituents on drug molecules and screen them for activity on a large scale to improve 
potency or discover new compounds with desirable properties. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

As discussed supra, the objective evidence fails to show any unexpected result. 



One of ordinary skill in the art would be motivated to optimize or modify the 
compound identified by Eicken to the trifluoromethyl form in view of the success of 
Hahn. This modification is also supported by the Silverman which shows that alkyl 
homologues are expected to have similar properties. Silverman specifically teaches the 
homologation methodology and provides the underlying physicochemical motivation of 
altering the lipophilicity of the molecule which would reasonably be applicable to the 
compound of Hahn. In addition, the Eicken compound is a homolog of the Hahn 
compound, differing by successive addition of-CH2- group, thus one of ordinary skill in 
the art would expect the beneficial properties to be shared by the two structurally similar 
compounds. 

This is further supported by caselaw and the MPEP in section 2144.09(11): 

Compounds which are position isomers (compounds having the same 
radicals in physically different positions on the same nucleus) or homologs 
(compounds differing regularly by the successive addition of the same 
chemical group, e.g., by -CH2- groups) are generally of sufficiently close 
structural similarity that there is a presumed expectation that such 
compounds possess similar properties. In re Wilder, 563 F.2d 457, 195 
USPQ 426 (CCPA 1977); see also In re May, 574 F.2d 1082, 197 USPQ 
601 (CCPA 1978). 
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Therefore, because the reference teaches homologs of the instantly claimed 
compounds and the MPEP states that homologs are presumed to possess similar 
properties, it would have been obvious to one of ordinary skill in the art to modify the 
alkyl chain length and arrive at the instant invention. 

In addition, the prior art teaches two compounds having a very close structural 
relationship and being in the identical field of endeavor which possess all of the 
elements of the claimed compound. Therefore, one of ordinary skill in the art would 
look at one of the prior art in view of the other and conclude they have similar properties 
based on the knowledge and experience of those of ordinary skill in the art and the 
teachings of the prior art as a whole. 
Therefore, the claims are rejected. 

Conclusion 

The claims are not in condition for allowance. THIS ACTION IS MADE FINAL. 

Applicant is reminded of the extension of time policy as set forth in 37 CFR 1 .1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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Correspondence 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to ROBERT HAVLIN whose telephone number is 
(571)272-9066. The examiner can normally be reached on Mon. - Fri., 7:30am-5pm 
EST. 

If attempts to reach the examiner by telephone are unsuccessful the examiner's 
supervisor, Joe McKane can be reached at (571) 272-0699. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Robert Havlin/ 
Examiner, Art Unit 1626 



/Rebecca L Anderson/ 
Primary Examiner, Art Unit 1626 



